. Different simulations performed in the study and the combinations of forcefield (united-atom vs all-atom) and water model used to run them. The total simulation time in each case is also shown. The DLiPC/TCH set of simulations refers to our initial attempts at spontaneously assembling a DLiPC lipid bilayer with TCH molecules. Due to the slow equilibration times of DLiPC (discussed in the main text) only a limited number of bilayers were formed on the 100-ns timescale. DLiPC/TCH US simulations refer to simulations performed on pre-formed bilayers with TCH molecules inserted, to study the stability of these systems. Finally, DLiPC/TCH/drug US refer to umbrella sampling simulations to investigate the influence drugs and other compounds of the presence of TCH in a bilayered system. Figure S2 . Stepwise rupture of a trans-membrane TCH cluster in the DLiPC bilayer, consisting of two and four TCH molecules in the upper and lower bilayer leaflet, respectively. The snapshots A and B were taken just prior the collapse of the shown configurations, i.e. after 15 ns and after 40 ns, respectively. C shows the final configuration after 200 ns. Water molecules not shown for clarity. All together, the different simulations indicate that trans-membrane clusters with less than 3 TCH in one leaflet, or even single-sided clusters with 3 or 4 TCH molecules, lack the stability found for the corresponding trans-membrane TCH clusters having 3 or 4 TCH molecules in each bilayer leaflet (see main text).
Simulation type
A B C
